Sir,
Diffuse parenchymal lung disease (DPLD) is a global problem with varied etiologies. [1] It can largely be divided into IPF and non IPF as per the prognostic outlook is concerned. The treatment of DPLD has been evolving with introduction of new agents [2, 3] ; yet the armamentarium is inadequate to ensure universally favourable outcome especially for IPF, the predominant fibrotic variety of DPLD.
The dysregulated fibrogenesis that remains the target of treatment of DPLD at large can be modulated through inhibition of matrix metalloproteinase MMPs [4] , we have seen in real-world clinical experience that a non-specificMMP inhibitors, doxycycline, carries potential to treat DPLD. [5] [6] [7] We have collected our small real-world experience of use of doxycycline in an ethically approved protocol with informed consent on 154 patients so far. The agent has been given alone or in combination with other drugs and the outcome in terms of change in forced vital capacity (FVC) is noted with the adverse effects of the agent been used. The DPLD population selected was heterogeneous clinico-radiologically. Etiologically, the patients remained not clearly defined in most of the circumstances as the evaluation contained no surgical biopsy, limited use of bronchoscopy, and serology. No patient was included in acute state or with history exacerbation in the preceding 3 months. The patients with any uncontrolled or severe systemic disease or having any other concomitant pulmonary disease were also excluded. Simultaneously, the suspected cases of sarcoidosis and advanced cases of DPLD (FVC < 40 % of predicted) were not included in the protocol.
The investigator was given the freedom to choose the treatment considering the disease status, the HRCT revealed pattern, and the real-world situations including financial and other logistic status relating to the patients. HRCT plates played an important role in decision making as the investigator tended to prescribe oral steroid or azathioprine with doxycycline in predominantly inflammatory pattern (haze and mosaic appearance with some occasional reticulations suggesting hypersensitivity pneumonitis, connective tissue disease-related DPLD). On the other hand, the predominant fibrotic pattern honeycombing and sharp reticulations suggesting (UIP/ fibrotic NSIP) were offered pirfenidone with doxycycline. Early or mixed cases with relatively preserved FVC were put on doxycycline alone or doxycycline with NAC (n-acetyl cysteine).
The universal prescription of doxycycline (doxycycline hyclate) was in a dose of 100 mg twice or once daily for body weight over or under 50 kilograms respectively. The prescribed dose of azathioprine was 1.5 to 2 mg per kilogram of body weight, and that of NAC and pirfenidone were 600 mg and 400 mg thrice daily respectively.
Out of 154 patients included in the protocol there were 10 surviving dropouts (without any history of intolerance to doxycycline) and 14 deaths over the span of the study period (from 2009 to 2015). We could finally come up with the follow up of 144 patients at the time of calculations having at least one PFT following the initiate on of treatment; the details of them are elaborated in Table 1 .
It appears obvious that the patients who received doxycycline or doxycycline plus n-acetyl cysteine had the best initial lung function signifying that the milder cases were possibly included here. The result signifies that doxycycline is a very well tolerated agent in DPLD patients and incidentally the decline rate of FVC in all the subgroups are essentially low and the annual percent of decline of FVC appears as the lowest in patents receiving doxycycline plus steroid (0.17 %) and is highest in the fibrotic group receiving pirfenidone (5.36%). This observation is suggestive of doxycycline working possibly better on the pre-fibrotic inflammatory state in combination with corticosteroid.
Since the observation is not randomized and there is no parallel (control) group to compare, the strength and impact of the observation are compromised. However, despite the other weaknesses, including the small number of recruits in each group, absence of confirmation of etiology, lack of use of other assessment tools etc., it appears that doxycycline carries prospect in treating different categories of DPLD alone or possibly better in combination with other drugs. Thorough research therefore indicated to explore the prospect of clinical use of doxycycline in DPLD.
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